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: I, HOWARD I, WEJNER, do hereby declare: 
S 1 . I hold a MD. degree, conferred by the University of Colorado In 1969. 

_ ; 2. I am currently Robert L. Kroc Professor of Neurology at Harvard 
' MedicaljSchool, and have held the Robert L. Kroc Chair in Neurological Diseases sine. 1985. 
I «m al^ appoint^ a. Physician in Medicine (Neurology) at Brigham ft Women's Hospital, 
Boston, MA, and have held this appointment since log 7 . Since 1985, 1 have been Co- 
Director ;of the Center for Neurologic DWs at the same hospital. 1 am also a co-invamor 
I 1 

\ 

) 
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turned on the patent application indicated above. A copy of my eumcutum vttae Is attached 
at Tab A 

3. I have extensive experience in the immunology of autoimmune diseases, 
including the treatment of such diseases using various immunosuppressive agent*. 

4. The Examiner at the U.S. Patent and Trademark Office who is in charge 
of this application has issued a rejection of claims on the basis of "lack of enablement 11 I 
have been informed that this rejection ii based on the proposition that the treatment of the 
present invention, i.e., oral administration of autoantigens, is not generally useful with respect 
to T-cell mediated autoimmune diseases. I have also been informed that the Examiner takes 
that position that the experiments described In the above referenced patent application would 
have been understood to be substantially limited to treatment of BAB (or multiple sclerosis) 
and not applicable to treatment of T-cell mediated autoimmune disease by oral administration 
of autoantigens, as is presently claimed. The Examiner states that in view of the varying 
etiologies for T-cell mediated diseases, the method described in my application would not be 
thought {applicable to those diseases in general. 

5. I disagree with these conclusions. It is my opinion that an 
Immunologic in this field would have understood, based on the teachings in the specification 
of my pirtent application, that the method of orally administering autoantigens is not limited to 
treatment of EAE or multiple sclerosis, but is generally applicable to T-cell mediated 
autaimmjune disease treatment. 
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6. T-cell mediated autoimmune diseases involve common pathways of 
immune cell activation. Because of these common pathways, it li conventional that 
immunosuppressive treatments are useful in treating T-cell mediated autoimmune diseases as a 
class, despite the fact that etiologies differ for the diseases. In other words, a single 
immunosuppressive type of treatment is normally believed by skilled immunologics to have 
general utility in treating T-coll mediated autoimmune conditions. Such immunosuppressive 
treatments act on cells involved with the immune responses that cause T-cell mediated 
autoimmune diseases, irrespective of the etiologies of the diseases. 

7. There are many well-known examples of such treatments, both for 

i 

human }T-cell mediated autoimmune conditions and for animal models for those diseases. 

i 8. For example, the immunosuppressive treatment cyclosporin has been 
used to Street T-cell mediated autoimmune diseases having differing etiologies, such as 
autoimmune uveitis, psoriasis, rheumatoid arthritis, and Crohn* disease (Tab B; Goodman and 
Gilman^s; p. 1299, coL 2, ] 1). It has also been used In clinical trials to treat the T-cell 
mediated autoimmune disease type 1 diabetes (Tab C; Mahon et al., Lessons Learned from 
Use of Cyclosporin for Insulin-Dependent Diabetes Mellitus, in Immunosnppresfiive and Antl- 
iiuTamratttory Drugs, Amah AW York Academy of Sciences, 1993, 6965351-363). 
Cyclosporin has also been shown to be effective in the treatment of myasthenia gravis (Tab 
D-.Tindatl et al., NEJM, 316:719 (1987)). 

i 

I 9. Similarly, the immunosuppressive agent cydophosphamide has been 
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found to be "useflil in treating a variety of autoimmune disorders", including T-call mediated 
diseases such as systemic lupus erythematosus, Wegener's granulomatosis, and rheumatoid 
arthritii. (Tab B, Goodman and Gilman\ p- 1302, Col, 2, J5). Cydopbosphamide is also 
used to treat multiple sclerosis, and 1 have successftiUy used it for this purpose in my own 
medical practice. It can also he used to treat myasthenia gravis. (Tab E, Harrison's Principles 
of Internal Medicine . 1998, p. 2472). 

! 10* Similarly, the immunosuppressive agent methotrexate has been used in 
the treatment of a variety of T-ccll mediated autoimmune disorders, including multiple 
sclerosis, rheumatoid arthritis, psoriasis, and Wegener's granulomatosis (Tab E, Harrison's 
Principles of Internal Medicine. 1998, ps. 2417, 1886, 300-301, and 1916-1917, respectively). 

11. In like manner, the Immunosuppressive agent azathiaprine "has been 

i 

used to peat autoimmune diseases", such as rheumatoid arthritis and multiple sclerosis. (Tab 
A, OootJman and Oilman's; p. 1301; eol. 2, %i\ Tab F, Yudkin et al., Overview of 
AarthJoprine Treatment of Multiple Sclerosis, The Lancet, 1991, 338:1051-1055). It has also 
been used to treat myasthenia gravis. (Tab E, Harrison's Prmcfrala of Internal Medicine. 
1988, 2472, col, 1,13). 

| 12. In addition to clinically treating the several T-cetl mediated diseases 
described above, each of these agents, and each of the agents discussed below, has been found 
effective, in treating several animal models of T-cell mediated diseases. 

13. For example, the immunosuppressive agent rapamycin has been found 



ApplicaM: HOWARD L WEINER tt «/. 
Serial No.: 08/279,275 
Filtd: July 22, 1994 

effective in treating several animal models of T-cell mediated autoimmune diseases, including: 
multiple sclerosis (EAE animal model), rheumatoid arthritis (collagen induced arthritis animal 
model juid adjuvant induced arthritis model), systemic lupus erythematosus (MRL/lpr animal 
model^ type I diabetes (NOD mouse animal model), and autoimmune uveoretinitis 
(experimental autoimmune uveoretinitia animal model). (Sec Tab G, Sehgal, 
Immunosuopregfiive Pro% Rqpqpiyff l n t Immunosuppressive and Anti-inflammatory 

Drugs, \4nna1$ New York Academy of Sciences, 1993, 696:1-8 at page 3.) 

1 

14. The immunosuppressive agent FK-506 has been found effective in 

1 

treating several animal models of T-cell mediated autoimmune diseases, including: rheumatoid 
arthritis; (collagen induced arthritis animal model), multiple sclerosis (EAE animal model), 
systemic lupus erythematosus (MRL/lpr animal model), and autoimmune uveoretinitis 
(experimental autoimmune uveoretinitis animal model). (See Tab H, Kino et al., Discovery of 
FK-506 land Update, in Immunomodulating Drugs, Annals New York Academy qf Sciences, 
1993, 6$5: 13-21 at pages 17-180 

15. Similarly, the immunosuppressive agent lS-Deoxyspergualin has been 
found effective in treating animal models of T-cell mediated autoimmune diseases that include 
the following: rheumatoid arthritis (adjuvant induced arthritis animal model), multiple 
sclerosisi (EAE animal model), type I diabetes (NOD mouse animal model), and systemic 
lupus erythematosus (MRL/lpr animal model). (See Tab 1, Schorleraroer et al., Preclinical 
Studies with 15-deoxysptrgualln in Various Animal Models for Autoimmune Diseases* in 
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Jmmunomodulating Drugs, Annate New York Academy of Sciences, 1993, 685:155-174.) 

16. Readts obtained subsequent to the filing of this application have 
confirrnod that, as with the immunosuppressive therapies thoic described above, the present 
lnvontibn is generally useful to treat T-cell mediated autoimmune disease. I understand that 

evidence has already been submitted In this application of use of oral tolerance (the 

I 

mechanism of the present invention) to treat autoimmune uveoretinitis, rheumatoid arthritis, 
and type I diabetes. The invention has also been found useful to treat the animal model of 
myasthenia gravis. 

17. This represents a substantial showing, and is similar to that which exists 
for the immunosuppressive agents described above which have been shown to be generally 
useful in the treatment of T-cell mediated autoimmune diseases. 

11 For these reasons, I disagree that the present invention is not shown to 
be generally applicable to treatment of T-cell mediated autoimmune disease, despite the 
differing etiologies of those diseases. As shown above, use of the same immunosuppressive 

t 

treatment for T*ecll mediated autoimmune diseases in general is common in this field. The 
available evidence indicates that the present invention is also generally applicable to such 
treatment 
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I further declare that all rtatemema made" herein of my own knowledge are if uc 
and that all statements made on information and belief we believed to be true; and further that 
these statements were made with the knowledge that willful false statement* and the like ao 
made are punishable by fine or Imprisonment, or both, under Section 1001 of Title 18 of the 
Untod States Code, and that wch willful false statements may jeopardise the validity of the 
application or any patent issuing thereon. 

** Howard L. Weber, M.D. 
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